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DECLARATION OF DR. INDER VERMA 



I, Dr. Inder Verma, declare as follows: 

1. I am the American Cancer Society Professor of Molecular Biology at The Salk Institute, 
Laboratory of Genetics, La Jolla, California. A copy of my curriculum vitae and a list of my 
publications are attached hereto as Exhibit 1. 

2. I have been retained by the applicants' counsel as a technical expert in concurrent 
reexamination proceeding Nos. 90/007,503 and 90/007,828, as well as in this application. I have 
provided testimony in reexamination proceeding Nos. 90/007,503 and 90/007,828. 

I. Scope of Opinion 

3. I have been provided with, and asked to review, U.S. Serial No. 10/037,341, claims 90 and 
91, the Office Action dated April 19, 2007, and the various references cited, within that Office 
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Action. I have been asked to provide an analysis of the scientific evidence relied on by the 
Examiner to reject certain claims of the above- identified application as expressly or inherently 
anticipated by these references. In particular, I have been asked to provide an analysis as to 
whether one of skill in the art would have understood these references to describe or disclose the 
elements of the above- identified application claims being rejected on the basis of these references. 
Where the rejection of certain claims has been made on grounds of inherency, I have been asked 
to analyze whether there is any basis in fact and/or technical reasoning to support a determination 
that elements present in these claims would necessarily result from the teachings of the cited art. 
For the purpose of this declaration I have understood, one skilled in this art in 1991 would have at 
least a doctoral degree, e.g. a Ph.D. degree, in molecular biology or a related discipline, have at 
least 3 years of post-doctoral training, have knowledge in cell biology, biochemistry and genetics, 
and be well trained in laboratory methodologies. 

4. The opinions set forth in this declaration are based on my professional knowledge and 
expertise, as indicated in my curriculum vitae, my review of U.S. Serial No. 10/037,341, filed 
January 4, 2002 and the Office Action dated April 19, 2007, including the documents cited in the 
Office Action. For the purposes of this declaration, I have been requested to review claims 90 and 
91. 

II. Interpretation of the Claims 

5. My interpretation of the claims is based on my understanding to how one of skill in the art 
would have understood the terms appearing in the claims in the context of the claims as a whole, 
in view of the description of the invention set forth in the patent. 
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6. Both of the claims under review require the act of reducing induced or activated NF-kB 
activity. Claims 90 and 91 recite "reducing expression in a human cell of a gene, the expression 
of which has been induced" by an extracellular influence that activates NF-kB. As such, both 
claims now under review require that NF-kB activity be induced prior to the act of administering 
a composition that could reduce such induced or activated NF-kB activity. 

A. Inherent Anticipation rejection based on the PDR 1985, Griffith 1981 ("Griffith I") 
and Griffith 1984 (Griffith II) 

7. I understand that Examiner has alleged that the 1985 PDR, Griffith et al. I (1982) and 
Griffith et al. II (1984) inherently anticipate claim 90. I understand the Examiner's position to be 
that the method being claimed in claim 90 is described in the 1985 PDR, Griffith et al. I, Griffith 
et al. II based on Holschermann et al. I respectfully disagree. I have reviewed the claims, the 
1985 PDR, Griffith et al. I and II and Holschermann et al. and determined that none of these 
references disclose the method of the claims under review. In the sections which follow, I first 
present my observations of the 1985 PDR, Griffith et al. I and Griffith et al. II, and then present 
my observation of the non-prior art reference, Holschermann et al., which the April 19, 2007 
Office Action purports explains these references. 

1985 PDR 

8. I have reviewed the Examiner's comments in the April 19, 2007 Office Action regarding 
the 1985 PDR and disagree on several points. Claim 90 recites a "method for reducing expression 
in a human cell of a gene, the expression of which has been induced by an external influence that 
activates NF-kB" (emphasis added). I understand the Examiner has alleged that the 1985 PDR 
teaches administration of CsA to reduce activated NF-kB activity. I find no such teaching in the 
1985 PDR. The 1985 PDR provides dosage and administration instructions for the use of CsA. 
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Further, the 1985 PDR describes CsA as "a potent immunosuppressive agent which in animals 
prolongs survival of allogenic transplants involving skin, heart, kidney, pancreas, bone marrow, 
small intestine and lung. Sandimmune [cyclosporine] has been demonstrated to suppress some 
humoral immunity and to a greater extent, cell-mediated reactions such as allograft rejection, 
delayed hypersensitivity, experimental allergic encephalomyelitis, Freund's adjuvant arthritis and 
graft vs. host disease in many animal species for a variety of organs." (page 1811, third column). 
Importantly, the 1985 PDR discloses a specific protocol of administration: "the initial dose of 
Sandimmune (cyclosporine) Oral Solution should be given 4-12 hours prior to transplantation.." 
(emphasis added, page 1813, first column). Therefore, the 1985 PDR cannot teach a method for 
reducing expression in a human cell of a gene, the expression of which has been induced by an 
external influence that activates NF-kB as recited by claim 90. 

Griffith et ah I 

9. I have reviewed the Examiner's comments in the April 19, 2007 Office Action regarding 
Griffith et al. I and disagree on several points. Claim 90 recites a "method for reducing 
expression in a human cell of a gene, the expression of which has been induced by an external 
influence that activates NF-kB" (emphasis added). I understand the Examiner has alleged that 
Griffith et al. I teach administration of CsA to reduce NF-kB activity in cardiac transplantation 
recipients. I find no such teaching in Griffith et al. I. Griffith et al. I teach the administration of 
cyclosporine "orally just before operation" (page 324, second column). Even if one assumes that 
surgery induces NF-kB, which I am not certain that it does, administration of CsA prior to surgery 
is analogous to pretreatment and therefore at best prevents activa tion of NF-kB. Therefore, 
Griffith et al. I cannot teach a method for reducing expression in a human cell of a gene, the 
expression of which has been induced by an external influence that activates NF-kB as cited in 
claim 90. 
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Griffith II 

10. I have reviewed the Examiner's comments in the April 19, 2007 Office Action regarding 
Griffith et al. II and disagree on several points. Claim 90 recites a "method for reducing 
expression in a human cell of a gene, the expression of which has been induced by an external 
influence that activates NF-kB" (emphasis added). I understand the Examiner has alleged that 
Griffith et al. II teach administration of CsA to reduce NF-kB activity in cardiac transplantation 
recipients. I find no such teaching in Griffith et al. II. Griffith et al. II teach the administration of 
cyclosporine "orally 1 to 4 hours preoperatively and continued orally, or by nasogastric tube, 
every 12 hours postoperatively" (page 952, second column). Even if one assumes that surgery 
induces NF-kB, which I am not certain that it does, administration of CsA prior to surgery is 
analogous to pretreatment and therefore at best prevents activa tion of NF-kB. Therefore, Griffith 
et al. II cannot teach, regardless of what Holschermann et al. disclose, a method for reducing 
expression in a human cell of a gene, the expression of which has been induced by an external 
influence that activates NF-kB as recited by claims 89 and 90. 

Holschermann 

11. The Examiner cited Holschermann et al. Circulation (1997) 96(12):4232-4238 to 
purportedly explain what occurred in each of Griffith et al. I, Griffith et al. II and upon use of CsA 
as taught in the 1985 PDR. However, I do not understand how Holschermann et al. can explain 
what necessarily occurred in any of the three prior art references cited by the Examiner. There are 
critical points that differ between Holschermann et al. and the prior art references. There is no 
evidence that NF-kB had been activated in patients prior to the administration of CsA. As I 
discussed in paragraph 10 above, even if surgery were to induce NF-kB, and I am not certain that 
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it does, the administration of CsA prior to surgery as is taught in the prior art is analogous to 
pretreatment and therefore at best prevents activa tion of NF-kB, but does not reduce induced or 
activated NF-kB activity as required by the claims under review. 

12. Further, the protocols differ greatly between the prior art references and Holschermann et 
al. The protocol used by Holschermann et al. deviates greatly from the protocols outlined by the 
1985 PDR, Griffith et al. I and Griffith et al. II. Patients in the prior art studies did not receive the 
same drug cocktail as those in Holschermann et al. and therefore it is unclear what effect, if any, 
CsA had on the patients. One skilled in the art would expect a cocktail of different active drugs, 
as described, to result in the different patient outcomes. It is unreasonable to conclude that the 
results observed using one cocktail of active drugs in Holschermann et al. could possibly explain 
what previously happened when a different cocktail of active drugs was used in the prior art. 

1 3 . Further, the timing of administration of the drug cocktails differs greatly between the prior 
art and Holschermann et al. Holschermann et al. do not begin CsA treatment until 3 to 4 days 
after surgery, a highly relevant departure from the studies described in the prior art. Therefore 
Holschermann et al. cannot be used to explain what occurred in the prior art. 

14. Moreover, as someone of skill in the art, I do not understand the experiments described in 
Holschermann et al. to demonstrate that the administration of CsA reduces induced or activated 
NF-kB. Holschermann et al. discloses a protocol wherein "PBMCs and monocytes/macrophages 
were prepared from blood samples drawn from cardiac transplant recipients before and after daily 
CsA administration" (page 4234, first column). Holschermann et al. go on to disclose that 
"measurement of the corresponding CsA plasma concentration in each blood sample revealed an 
increase of CsA blood levels from 233 ng/mL. . .in the sample before daily CsA administration" 
(page 4234, second column) which indicates that CsA was always present in the blood. 
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15. Further, I have critically examined Figures 3 and 4 of Holschermann et al. which the 
Examiner has pointed to in alleged confirmation of the ability of CsA to reduce the levels of a 
protein, tissue factor (TF) which is purported to be regulated by NF-kB. I respectfully disagree 
with the interpretation of the results set forth in the April 19, 2007 Office Action. First, in Figure 
3 ( a copy of which is attached hereto as Exhibit 2), the sample loaded into lane 2, which is 
derived from blood collected from patients prior to the daily CsA administration has no detectable 
level of mRNA. Further, it is only after a six hour incubation can one observe a faint TF mRNA 
band, as indicated in lane 3. Notably, the sample collected from a patient after CsA 
administration and incubated for 6 hours shows no reduction in band intensity as shown in lane 6. 
It is only when the sample is incubated with LPS for 6 hours, can a prominent band be observed 
in lane 4, indicating an increase in TF mRNA transcription. These results demonstrate that the 
administration of CsA prevented the induction of TF mRNA by LPS as is indicated by the faint 
band in lane 7. Therefore, Figure 3 of Holschermann et al. shows that CsA cannot reduce existing 
TF transcription, though it appears to prevent activation of TF. 

16. Further, I have compared these TF mRNA transcription results with those presented in 
Figure 4 and I disagree with the interpretation of the data as set forth in the April 19, 2007 Office 
Action. First, the samples depicted in the "prior to" panel cannot correlate with a sample 
"prepared from blood mononuclear cells freshly isolated from transplant recipients before. . ..CsA 
administration" (Figure 4, legend). If this were correct, Figure 3, lane 2, would depict the 
presence of TF mRNA, but it does not. The lack of activated TF mRNA, which is purported to be 
regulated by NF-kB, in samples obtained from patients prior to CsA administration indicates there 
is no activated NF-kB. The only conclusion that could correlate the results in Figure 3 to Figure 4 
is that the samples obtained prior to CsA administration were incubated for 6 hours in the 
presence of LPS to stimulate NF-kB activity. In fact, in the legend for Table 2, such a step is 
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described: "Mononuclear cell were isolated from peripheral blood samples of heart transplant 
recipients before and 4 hours after CsA administration, respectively, and assayed for TF activity 
after 6 hours of incubation with LPS " (page 4235). I therefore conclude that the only 
interpretation that can reconcile the intense NF-kB bands observed in the "prior to" sample in 
Figure 4 with the results shown in Figure 3 is that the samples underwent the 6 hour incubation 
with LPS. Otherwise, the disconnect between the lack of TF transcription (Figure 3, lane 2) 
compared to intense NF-kB bands observed in the "prior to" samples in Figure 4 still exists. 
Since NF-kB has been shown to activate transcription of TF, the only reasonable explanation is 
the one provided above. Consequently, not only did Holschermann et al. not carry out the therapy 
protocols set forth in the prior art, but the data obtained by Holschermann et al. does not 
demonstrate that CsA reduced induced NF-kB activity. 

Non-reproducibility of Experiments 

17. I do not understand the prior art references, 1985 PDR, Griffith et al. I and Griffith et al. II 
to provide enough detail to enable of one skill in the art to repeat their studies and arrive at the 
same results. The 1985 PDR provides dosage and administration instructions for the use of 
cyclosporine A. I understand, as one skilled in the art, that if I practice the method described in 
the 1985 PDR, I will observe a number of non-responsive patients or patients who exhibit adverse 
reactions (see table, page 1812). Therefore, the inherent variability in patient response to CsA and 
lack of access to the same patients populations used in these studies render it impossible for one 
to repeat the studies described in the prior art and obtain the same results. The 1985 PDR notes 
that "several study centers have found blood monitoring of cyclosporine useful in patient 
management" (page 1813, second column) and Griffith et al. II emphasizes this point, noting "the 
principal message is the lack of correlation between the dose of cyclosporine and the whole-blood 
level. Monitoring of the blood level in necessary to ensure that the administered dose provides a 
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significant level of circulating cyclosporine" (page 954, first column). Thus, the lack of 
availability of the patient populations used in prior studies as well as the inherent variability in 
patients' responses to CsA would not enable one to practice the 1 985 PDR, Griffith et al. I and 
Griffith et al. H studies and arrive at the same result 

18. I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made herein on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 ofTitle l8ofthe United States 
Code, and that such willful false statements may jeopardize the validity of the above-identified 
application. 




Indei Verma, Ph.D. Date 
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